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appendix a 

Marked-Up Version of the Specification Indicat ing amendments 

Made Herein 

EXAMFLE 4 

Preparation of a Compound of Formula ( 4 i) m which A jsrG&*9fi& 2& DimethYlpheayl; 
&^^*^*^^**4*A& aiQ nvdronon. T is Oxygen, X* is a Covalont Bond, and Y 
is - CEb GHj- 



At To a mixture of N (2,6 - dimethylphonyl) 3 bromoproponamid e (lg/ 4 .5 mmol) and 

N carbobenzyloxypiporazino (l , 7g, 6. 8 mmol) in 10 rnL of ac e ton e was added potassium 
carbonat e (0.93 g, 6> 8 mmol). Tho mixture was reflux e d for 31 hours. Th e mixtur e wag 
filt e r e d, and th e solvont was ramovod from - the filtrat e und e r reduc e d pressur e . Th e r e sidu e 
was purifi e d using column chromatography, to provid e N (2 > 6 " dimethylphenyl) - 3 - ( 4- 
Qai^ob(mgylox)pipc» « zinyl)propanamid e , a compound of formula (3) t 

& To N (2,6 dimothylphonyl) 3 (1 carbob e nzyloxypip e razinyl)propanamido (l-3g) 

in 10 mL of m e thanol was add e d 10% Pd/C, and tho mixture was hydrog e nat e d at 30 psi 
for 2 4 hours. Tho mixture was filt e red, and tho solvent was removed from tho filtrate 
und e r r e duc e d pr e ssure, to afford N (2 y 6 dimethylphenyl) 3 piporazinylpropanamido, a 
compound of formula ( 4 ),whioh waa uaod without further purification. 
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EXAMPLE 5 



Preparation of a Compound of Formula I in which A is CH^ R * * s 2.6-Dimethvlphenvl R 2 
is 2-Methvlbenzothiazol-5-yL R\ R\ R\ R 6 . R 7 - R\ and R 21 are Hydrogen, T is Oxygen. 
X 1 is a Covalen t Bond, and Y is -CHtCH^ 



I H 




A. To a mixture of N^2.6-dimethvlphea^ (lg. 4,5 mmoU and 
N-carbobenzyloxvpiperazine (1.7g. 6,8 mmofl in 10 mL of acetone was added potassium 
carbonate (0,93 g. 6,8 mmoP* The mixture was refluxed for 24 hours. The mixture was 
filtered, and the solvent was removed from the filtrate under reduced pressure. The residue 
was purified using column chromatography, to provide N-(2,6-dimethvlphenvlV3-(4- 
caxbobexuvloxypiperazinyppropanamide. a compound of formula (3) . 

B. To N^2,6-dimethvlphenvlV3-(4-<^bobenzvl^^ (1 .3g) 
in 1 0 mT. of methanol was added 10% Pd/Q and the mixture washydrogenated at 30 psi 
for 24 hours. The mixture was filtered and the solvent was removed from the filtrate 
under reduced pressure, to afford N^2,6^imethvlphenvlV3-piperaziny iprripanftrnide 1 a 
compound of formula (4), which was used without further_purification. 

AC. A mixture of N<2 7 6^iimethylphenyl)-3-piperazinylpropanan^ (0.15 & 0.57 
mmol) and 2-methyl-5-(oxiran-2-ylmethoxy)ben^othiazole (0.127 g, 0.57 mmol) in 8 mL 
of ethanol was refluxed for 24 hours. The solvent was removed under reduced pressure, 
and the residue was purified using preparative TLC 

BD. Preparation of Other Compounds of Formula I 

Similarly, following the procedure of 5 A above, but optionally replacing ^2,6- 
dimethylphenyl)-3-pipa:a2inylpropanamide with other compounds of formula (4), and 
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optionally replacing 2-methyl-5-(oxiran-2-ylmethoxy)benzothiazole with other 
compounds of formula (5), the following compounds of Formula I were prepared: 
3-{4-[(2S)-2-hydroxy-3-(2-methylbe^ 
dimethylphenyl)piopanamide; 

N^2,6-dimethylphetiyl)-3-{442-hydroxy-3^2-methoxyphenoxy)- 
propyl]piperazinyl}propananude; and 
3-{44(2S)-2-hydroxy-3-(2HmethyIbem^ 
dimethylpipei^zinyl}-N-(2,6-dimethylphenyl)propanamid^ 

€E. Preparation of Other Compounds of Fonmda I 

Similarly, following the procedure of 5Ar-SC above, but optionally replacing N- 
(2,6^methylphenyl)-3-piperazinylpropanamide with other compounds of formula (4), 
and optionally replacing 2-memyl-5^oxiran-2-ylmethoxy)benzothiazole with other 
compounds of formula (5), other compounds of Formula I are prepared: 
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